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EXCLUSIVITY SUMMARY FOR NDA # ______22-165__    SUPPL #_______ 

Trade Name _Cambia______________Generic Name _diclofenac___ 
 
Applicant Name Kowa Pharmaceuticals    HFD#120  
 
Approval Date If Known 6/17/09  
 
PART I  IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original 
applications, and all efficacy supplements.  Complete PARTS II and 
III of this Exclusivity Summary only if you answer "yes" to one or 
more of the following question about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                    YES /_x__/ NO /___/ 
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, 
SE5, SE6, SE7, SE8 
 
________505(b)2___________ 
 

c)  Did it require the review of clinical data other than to 
support a safety claim or change in labeling related to 
safety?  (If it required review only of bioavailability or 
bioequivalence data, answer "no.") 

 
  YES /__X_/ NO /_ / 

 
If your answer is "no" because you believe the study is a 
bioavailability study and, therefore, not eligible for 
exclusivity, EXPLAIN why it is a bioavailability study, 
including your reasons for disagreeing with any arguments made 
by the applicant that the study was not simply a 
bioavailability study.     

 
______________________________________________ 

 
______________________________________________ 

 
If it is a supplement requiring the review of clinical data 
but it is not an effectiveness supplement, describe the change 
or claim that is supported by the clinical data:              

          _______________________________________________ 
 
          _______________________________________________ 
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d)  Did the applicant request exclusivity? 
 

 YES /_X__/ NO /_/ 
 
If the answer to (d) is "yes," how many years of exclusivity 
did the applicant request? 
 
3 YEARS______________ 

 
 

e) Has pediatric exclusivity been granted for this Active 
Moiety? 

 
 YES /___/ NO /_X__/ 

 
      If the answer to the above question in YES, is this approval 
a result of the studies submitted in response to the Pediatric 
Written Request? 
    
      _________________________ 
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO 
DIRECTLY TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 
 

   YES /___/     NO /__X_/ 
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE 
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).   
 
PART II  FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
 
 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug 
product containing the same active moiety as the drug under 
consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has 
been previously approved, but this particular form of the active 
moiety, e.g., this particular ester or salt (including salts with 
hydrogen or coordination bonding) or other non-covalent derivative 
(such as a complex, chelate, or clathrate) has not been approved.  
Answer "no" if the compound requires metabolic conversion (other 
than deesterification of an esterified form of the drug) to produce 
an already approved active moiety. 
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                       YES /_X__/ NO /___/  
If "yes," identify the approved drug product(s) containing the 
active moiety, and, if known, the NDA #(s). 

 
     NDA# __20-809_ ___________    Diclofenac Eye Drops______ 

 
     NDA# __21-234         Diclofenac CR Patch 

 
NDA# __22-122__________    _____Voltaren Gel________________ 
 
NDA# 20-142        CATAFLAM TABLET 
 
NDA# 19-201    VOLTAREN DELAYED RELEASE TABLET 
 
NDA# 20-254   VOLATREN-XR DELAYED RELEASE TABLET 

 
 
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in 
Part II, #1), has FDA previously approved an application under 
section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-
before-approved active moiety and one previously approved active 
moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is 
considered not previously approved.)   
 

 YES /___/     NO /___/ 
 
 
If "yes," identify the approved drug product(s) containing the 
active moiety, and, if known, the NDA #(s).   
 

NDA# _________  _____________________________ 
 

NDA# _________  _____________________________ 
 

NDA# _________  _____________________________ 
 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY 
TO THE SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part 
II of the summary should only be answered “NO” for original 
approvals of new molecular entities.) IF “YES” GO TO PART III. 
 
 
 
 
PART III  THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS 
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To qualify for three years of exclusivity, an application or 
supplement must contain "reports of new clinical investigations 
(other than bioavailability studies) essential to the approval of 
the application and conducted or sponsored by the applicant."  This 
section should be completed only if the answer to PART II, Question 
1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical 
investigations?  (The Agency interprets "clinical investigations" 
to mean investigations conducted on humans other than 
bioavailability studies.)  If the application contains clinical 
investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to 
question 3(a).  If the answer to 3(a) is "yes" for any 
investigation referred to in another application, do not complete 
remainder of summary for that investigation.  
 

 YES /__X_/ NO /_ _/ 
 
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the 
Agency could not have approved the application or supplement 
without relying on that investigation.  Thus, the investigation is 
not essential to the approval if 1) no clinical investigation is 
necessary to support the supplement or application in light of 
previously approved applications (i.e., information other than 
clinical trials, such as bioavailability data, would be sufficient 
to provide a basis for approval as an ANDA or 505(b)(2) application 
because of what is already known about a previously approved 
product), or 2) there are published reports of studies (other than 
those conducted or sponsored by the applicant) or other publicly 
available data that independently would have been sufficient to 
support approval of the application, without reference to the 
clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a 
clinical investigation (either conducted by the applicant or 
available from some other source, including the published 
literature) necessary to support approval of the application 
or supplement? 

 YES /_X__/ NO /___/ 
 

 
If "no," state the basis for your conclusion that a clinical 
trial is not necessary for approval AND GO DIRECTLY TO 
SIGNATURE BLOCK ON PAGE 8: 

 
____________________________________________________ 
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(b) Did the applicant submit a list of published studies 
relevant to the safety and effectiveness of this drug product 
and a statement that the publicly available data would not 
independently support approval of the application? 

 
 YES /___/ NO /_X__/ 

(1) If the answer to 2(b) is "yes," do you personally 
know of any reason to disagree with the applicant's 
conclusion?  If not applicable, answer NO. 

  
   YES /___/ NO /___/ 

 
 
     If yes, explain:                                      
 

_______________________________________________________       
                                                  

 
(2) If the answer to 2(b) is "no," are you aware of 
published studies not conducted or sponsored by the 
applicant or other publicly available data that  could 
independently demonstrate the safety and effectiveness of 
this drug product?  

 
 YES /___/ NO /__x_/ 

 
     If yes, explain:                                          
 

                                                        
_____________________________________________________________ 

 
(c) If the answers to (b)(1) and (b)(2) were both "no," 

identify the clinical investigations submitted in the 
application that are essential to the approval: 

 
Efficacy Study PRO- 513301  

_____________________________________________________________ 
 
 Efficacy Study  CAT458C2301 
 
_____________________________________________________________ 

 
 
                     

Studies comparing two products with the same ingredient(s) are 
considered to be bioavailability studies for the purpose of this 
section.   
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3.  In addition to being essential, investigations must be "new" to 
support exclusivity.  The agency interprets "new clinical 
investigation" to mean an investigation that 1) has not been relied 
on by the agency to demonstrate the effectiveness of a previously 
approved drug for any indication and 2) does not duplicate the 
results of another investigation that was relied on by the agency 
to demonstrate the effectiveness of a previously approved drug 
product, i.e., does not redemonstrate something the agency 
considers to have been demonstrated in an already approved 
application.   
 
 

a) For each investigation identified as "essential to the 
approval," has the investigation been relied on by the agency 
to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support 
the safety of a previously approved drug, answer "no.") 

 
Investigation #1      YES /__ _/  NO /_X__/ 

 
 

Investigation #2      YES /__ _/  NO /__X_/ 
 

If you have answered "yes" for one or more investigations, 
identify each such investigation and the NDA in which each was 
relied upon: 

 
____________________          ______________________ 

 
     ____________________          ______________________ 
 

b) For each investigation identified as "essential to the 
approval", does the investigation duplicate the results of 
another investigation that was relied on by the agency to 
support the effectiveness of a previously approved drug 
product? 

 
Investigation #1   YES /___/  NO /__X_/ 

 
 

Investigation #2   YES /___/  NO /__X_/ 
 
 

If you have answered "yes" for one or more investigation, 
identify the NDA in which a similar investigation was relied 
on: 

 
     _____________________ _____________________ 
 

_____________________    _____________________ 
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c) If the answers to 3(a) and 3(b) are no, identify each "new" 
investigation in the application or supplement that is 
essential to the approval (i.e., the investigations listed in 
#2(c), less any that are not "new"): 

 
   [Please add names of pivotal efficacy studies identified in 
reviews] 
 

Efficacy Study PRO- 513301  
 
Efficacy Study  CAT458C2301 

 
 
4.  To be eligible for exclusivity, a new investigation that is 
essential to approval must also have been conducted or sponsored by 
the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the 
investigation, 1) the applicant was the sponsor of the IND named in 
the form FDA 1571 filed with the Agency, or 2) the applicant (or 
its predecessor in interest) provided substantial support for the 
study.  Ordinarily, substantial support will mean providing 50 
percent or more of the cost of the study. 
 
 

a) For each investigation identified in response to question 
3(c): if the investigation was carried out under an IND, was 
the applicant identified on the FDA 1571 as the sponsor? 
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Investigation #1  ! 
 

IND # _____ YES  /_x__/ !  NO /___/  Explain: ________ 
! 
!                              

 
Investigation #2  ! 

! 
IND # _____ YES /_x__/      !  NO /___/  Explain: ________ 
 
                                                             

(b) For each investigation not carried out under an IND or for 
which the applicant was not identified as the sponsor, did the 
applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

 
Investigation #1  ! 

! 
YES /___/ Explain _____ !  NO /___/  Explain _________ 

! 
     ________________________ !  ___________________________ 
                             ! 

________________________!  ___________________________ 
! 
! 

Investigation #2  ! 
! 

YES /___/ Explain _____ !  NO /___/  Explain _________ 
! 

________________________ !  ___________________________ 
! 

________________________ !  ___________________________ 
 
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are 
there other reasons to believe that the applicant should not 
be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for 
exclusivity.  However, if all rights to the drug are purchased 
(not just studies on the drug), the applicant may be 
considered to have sponsored or conducted the studies 
sponsored or conducted by its predecessor in interest.) 

 
 

YES /___/  NO /_x__/ 
 

If yes, explain:   ________________________________________ 
                                       

 __________________________________________________________ 
 
                                                       



 
 Page 9 

Signature                       Date 
Title:                     
 
 
 
 
                                                       
Signature of Office/            Date 
Division Director 
 
 
 
 
 
Form OGD-011347 Revised 05/10/2004 
 
cc:   
Archival NDA 
HFD-   /Division File 
HFD-   /RPM 
HFD-610/Mary Ann Holovac 
HFD-104/PEDS/T.Crescenzi 
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MEMORANDUM  Department of Health and Human Services 
    Public Health Service 
    Food and Drug Administration 
    Center for Drug Evaluation and Research 
 
 
DATE:    March 18, 2010 
     
TO:    Russel Katz, MD, Director  

Division of Neurological Products  
   
THROUGH:   Suzanne Barone, Ph. D. Team Leader 

Compliance Risk Management and Strategic Problem 
Solving Team 
Division of Compliance Risk Management and 
Surveillance 
Office of Compliance 

 
FROM:    Kendra Biddick,  

Compliance Risk Management and Strategic Problem 
Solving Team 

    Division of Compliance Risk Management and  
    Surveillance 
    Office of Compliance 
 
SUBJECT: Cambia (diclofenac, NDA 22-165) Change in sponsor and 

request for REMS modification. 
 

   
This memorandum provides comments on the request for modification of the REMS for 
Cambia(diclofenac), dated January 28, 2010 because of a change in the drug’s sponsor 
and delay of marketing.  
 
BACKGROUND 
 
In 2007, the Food and Drug Administration Amendments Act (FDAAA) granted the 
FDA authority to require risk evaluation and mitigation strategies (REMS) to help ensure 
that the benefits of a drug outweigh the risks. FDAAA also gave the FDA additional 
enforcement tools including misbranding charges and civil penalties for sponsors that do 
not follow requirements of an approved REMS. 
 
Cambia was approved for the acute treatment of migraine attacks with or without aura in 
adults.  It carries a boxed warning concerning an increased risk of cardiovascular and 
gastrointestinal adverse events.  Because of these concerns, this drug was approved with a 
REMS on June 17, 2009.  The sponsor was Kowa Pharmaceuticals America.   



 

 
 

 
The goal of the REMS is to inform patients about the serious risks associated with the use of 
CAMBIA, particularly the increased risk of cardiovascular events and gastrointestinal toxicity.  
 
The REMS Elements include: 

1. Medication Guide, included as part of secondary packaging of unit of use package 
      2. Timetable for Assessments.  The Timetable for Assessments that was approved 
June 17, 2009 follows: 
 

Assessment of the REMS will be performed as follows: 
Assessment Protocol* Submission to FDA: On or before the end of October 

2010, 
1st FDAAA assessment: On or before the end of December 2010, 
2nd FDAAA assessment: On or before the end of June 2012, 
3rd FDAAA assessment: On or before the end of June 2016. 
Kowa will submit the final assessment reports within 60 days from the close 

of the above projected assessment periods. 
 
Summary of Request for REMS Modification 
 
On December 11, 2009 Nautilus Neurosciences, Inc. notified the FDA that NDA 22-165 
was transferred from Kowa Pharmaceuticals to Nautilus effective November 24, 2009, 
and that Nautilus Neurosciences would be submitting proposed revised dates for REMS 
and Pediatric Assessment requirements.  On January 28, 2010, Nautilus Neurosciences, 
Inc. submitted a request to modify the REMS, including a proposal to extend the entire 
Timetable For Assessments for one year because they do not intend to launch the drug 
until June 2010. 
 
Office of Compliance Recommendations 
 
FDCA section 505-1(d) states that the minimal strategy is a timetable for assessments 
which are to occur 18 months, 3 years, and within the 7th year “after the strategy is 
initially approved”  This is a statutory requirement.  OC recommends that the 18 month 
assessment be submitted on time by December 17, 2010.  However, the content of that 
assessment can be modified to be a status report.  An additional assessment can be added 
for June 17, 2011 if the FDA wants the information about patient’s understanding of the 
medication guide before 2012. 
 
OC requests that the Timetable for Assessments be modified to read as follows: 
 

First REMS assessment is due: December 17, 2010 
Second REMS assessment is due: June 17, 2012 
Third REMs assessment is due: June 17, 2016 
 
To facilitate inclusion of as much information as possible while allowing 
reasonable time to prepare the submission, the reporting interval covered by 
each assessment should conclude no earlier than 60 days before the 



 

 
 

submission date for that assessment.  Nautilus Neurosciences, Inc. will 
submit each assessment so that it will be received by the FDA on or before 
the due dates listed above. 

 
OC also recommends that the sponsor be reminded that a REMS assessment is required 
whenever a modification to a REMS is requested (section 505-1(g)(2)), and that each 
REMS assessment should include a status report on any postapproval studies required 
under section 505(o) or otherwise undertaken by the responsible person to investigate a 
safety issue, the status of such study, including whether any difficulties completing the 
study have been encountered; and any clinical trials required under section 505(o).  Refer 
to section 505-1(g)(3)(B) and (C). 
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FDA Center for Drug Evaluation and Research 
Division of Neurology Products, HFD-120 

 
MEMORANDUM 

 
 

DATE:     May 26, 2009  
 
TO:      Russell Katz, M.D. 
      Director  
      Division of Neurology Products 
      HFD-120  
 
THROUGH:     Eric Bastings, M.D. 
      Deputy Director 
      Division of Neurology Products 
      HFD-120 

 
FROM:     Nushin Todd, M.D., Ph.D. 
      Medical Officer 
      Division of Neurology Products 
 
APPLICATION/DRUG:   NDA:   22-165 
      Drug Name: Cambia    
      Indication:  For acute treatment of migraine 
      Sponsor:  Kowa Pharmaceuticals America, Inc   
 
SUBJECT: Complete response and resubmission of NDA 22-165 

following FDA Complete Response letter dated 27 
October 2008 

 
 
 
On September 28, 2007, the Division of Neurology Products (DNP) received a new drug 
application (NDA) for diclofenac potassium powder for oral solution for the treatment of acute 
migraine attacks in adults (NDA 22-165).  The product (PRO-513, with proposed trade name 
Cambia) is a sachet containing 50 mg of diclofenac potassium powder, which will be mixed with 
1-2 ounces of water immediately prior to an oral administration for the acute treatment of 
migraine. The original submission was from ProEthic Pharmaceuticals, Inc., but as of September 
1, 2008, ProEthic changed its name to Kowa Pharmaceuticals America, Inc. and assumed 
responsibility for all sales and marketing functions operating in the U.S.   
 
On October 27, 2008, DNP issued a Complete Response (CR) letter due to the following 
outstanding issues: 

• More literature data was needed to assess reproductive / developmental toxicity, 
which might impact the nonclinical sections of labeling. 

• Risk Evaluation and Mitigation Strategy (REMS) with a Medication Guide needed 
to be submitted. 



 
The NDA was resubmitted in response to the CR letter on December 12, 2008.  The resubmission 
was classified as Class 2 (6-month review goal) with PDUFA due date on June 17, 2009. 
 
Conclusions and Recommendations:   
No new clinical information has been submitted since the CR letter which was for non-clinical 
reasons.  From a clinical standpoint, there are no new clinical data, and no new clinical issues 
against the approval of the product. 
 
 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Nushin Todd
6/17/2009 11:57:55 AM
MEDICAL OFFICER

Russell Katz
6/19/2009 07:54:43 AM
MEDICAL OFFICER
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Memorandum 
 

**Pre-Decisional Agency Information** 
 
 
Date:  June 8, 2009 
 
To:  Eric Bastings, M.D., Team Leader 
  Division of Neurology Products 
 
CC:  Lana Chen, RPh, Project Manager 
  Division of Neurology Products 
 
  Mary Dempsey, Project Management Officer 

OSE – Division of Risk Management 
 
  Jodi Duckhorn, MA, Team Leader 
  OSE – Division of Risk Management 
 
  Robin Duer, RN, MBA, Patient Product Information Reviewer 
  OSE – Division of Risk Management 

   
From:  Sharon Watson, PharmD, Regulatory Review Officer 

Division of Drug Marketing, Advertising, and Communications 
 

Subject: Cambia (Diclofenac Sachet for Oral Solution)  NDA:  22-165 
 

 
 
DDMAC has reviewed the proposed Medication Guide (Med Guide) for Cambia 
as edited in the May 13, 2009, review from OSE’s Division of Risk Management.  
We offer the following comments.  If you have any questions or concerns 
regarding these comments, please contact me. 
 

• TITLE 
o “CAMBIA (diclofenac potassium for oral solution)” [emphasis 

added] 
 This is inconsistent with the drug name in the proposed 

product labeling (PI), which states, “CambiaTM  
. 

 
• WHAT IS THE MOST IMPORTANT INFORMATION I SHOULD KNOW   
     ABOUT CAMBIA? 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 

(
b
) 
(
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o “CAMBIA, which contains diclofenac, (a non-steroidal anti-
inflammatory drug or NSAID), may increase your chance of a 
heart attack or stroke that can lead to death.  This risk is higher  
. . . in people who have heart disease.”  

 This section omits important risk information from the 
boxed warning in the proposed PI, which states, “Patients 
with cardiovascular disease or risk factors for 
cardiovascular disease may be at greater risk” and 
information from the WARNINGS AND PRECAUTIONS 
section of the proposed PI which states, “Patients with 
known CV disease or risk factors for CV disease may 
be at greater risk.”  [emphasis added]  Please consider 
including this information, including a list of risk factors, in 
this section.  For example, we note that the Med Guide 
for Treximet states, “Treximet is not recommended for 
people with risk factors for heart disease unless a 
heart exam is done and shows no problems.”  The 
Med Guide for Treximet also includes a list of risk factors 
for heart disease such as hypertension, high cholesterol, 
smoking, etc. 

 
• HOW SHOULD I TAKE CAMBIA? 

o  “Take 1 dose of CAMBIA to treat your migraine headache.” 
 This section does not discuss whether patients should take 

Cambia with or without food.  We note that the DOSAGE 
AND ADMINISTRATION, FOOD EFFECT section of the 
proposed PI states, “Taking Cambia with food may cause a 
reduction in effectiveness compared to taking Cambia on an 
empty stomach.” 

 If taking Cambia with or without food is clinically important 
for safety or effectiveness, please include this information in 
this section. 

 
• BEFORE YOU TAKE CAMBIA, TELL YOUR HEALTHCARE PROVIDER 

ABOUT ALL YOUR MEDICAL CONDITIONS 
o “including if you:  have . . .” 

 This section of the proposed Med Guide fails to fully instruct 
patients about the risk of gastrointestinal effects and risk of 
ulceration, according to the WARNINGS AND 
PRECAUTIONS, 5.2 GASTROINTESTINAL EFFECTS 
section of the proposed PI.  The proposed PI states, 
“NSAIDS, including diclofenanac, should be prescribed with 
extreme caution in those patients with a prior history of 
ulcer disease or gastrointestinal bleeding.  Patients with 
a prior history of peptic ulcer disease and/or gastrointestinal 
bleeding and who use NSAIDS, have a greater than 10-fold 
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risk for developing a GI bleed than patients with neither of 
these risk factors.”  Please include instruction in this section 
for patients with a history of ulcer disease or gastrointestinal 
bleeding to notify their healthcare provider. 

 
• TELL YOUR DOCTOR ABOUT ALL THE MEDICINES YOU TAKE 

o “Especially tell your doctor if you take . . .” 
 This section omits other drugs with interactions described in 

the DRUG INTERACTIONS section of the proposed PI, such 
as ace inhibitors, thiazide diuretics, furosemide, lithium, 
methotrexate, and cyclosporine.  If these drug interactions 
are clinically relevant, please consider including them in this 
section in consumer-friendly language. 

 This section also omits the risk information from the 
WARNINGS AND PRECAUTIONS, HYPERTENSION 
section of the proposed PI, which states, “Patients taking 
thiazides or loop diuretics may have impaired response to 
these therapies when taking NSAIDs.  NSAIDs, including 
Cambia, should be used with caution in patients with 
hypertension.  Blood pressure (BP) should be monitored 
closely during the initiation of NSAID treatment and 
throughout the course of therapy.”  Please consider including 
this information in the Med Guide. 

 
• WHAT ARE THE POSSIBLE SIDE EFFECTS OF CAMBIA? 

o “Serious side effects include: . . .” 
 This section omits important information from the 5.14 

LABORATORY TESTS section of the proposed PI, which 
states, “Patients on long-term treatment with NSAIDs, 
including Cambia, should have a CBC and a chemistry 
profile checked periodically.  If abnormal liver tests or renal 
tests persist or worsen, Cambia should be discontinued.”  
Please consider including this information in the Med Guide. 

o “high blood pressure” 
 This section omits the important risk information from the 

WARNINGS AND PRECAUTIONS 5.4 HYPERTENSION 
section of the proposed PI, which states, “Blood pressure 
(BP) should be monitored closely during the initiation of 
NSAID treatment and throughout the course of therapy.” 

o “kidney problems including kidney failure” 
 This section omits the risk information from the WARNINGS 

AND PRECAUTIONS 5.6 RENAL EFFECTS section of the 
proposed PI, which states, “Caution should be used when 
initiating treatment with Cambria in patients with 
considerable dehydration” and “Patients at greatest risk of 
this reaction are those with impaired renal function, heart 
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failure, liver dysfunction, those taking diuretics and ACE 
inhibitors, and the elderly.”  Please consider adding more 
information regarding this risk here. 

o “liver problems including liver failure” 
 This section omits the risk of fatality or liver 

transplantation, as described in the WARNINGS AND 
PRECAUTIONS 5.3 HEPATIC EFFECTS section of the 
proposed PI.  Please include the risk of fatality or liver 
transplantation in this section.   

 This section omits the need for periodic measurement of 
transaminase levels in patients receiving long-term therapy 
with diclofenac, as described in the WARNINGS AND 
PRECAUTIONS 5.3 HEPATIC EFFECTS section of the 
proposed PI.  Since severe hepatotoxicity may develop 
without a prodrome of distinguishing symptoms, this is 
especially important information for consumers to 
know. 

 In addition, this section omits the precautions from this 
section of the proposed PI, “Caution should be exercised in 
prescribing Cambia with concomitant drugs that are known 
to be potentially hepatotoxic (e.g. acetaminophen, certain 
antibiotics, antiepileptics).  Patients should be cautioned 
to avoid taking unprescribed acetaminophen while using 
Cambia.”  Please consider including this information here. 

o This section of the proposed Med Guide currently lists only nausea  
and dizziness as common side effects.  If there are other common        
side effects associated with the use of Cambia, please consider 
adding them to this section. 

 
• GENERAL COMMENTS 

o Please note that there are editorial/grammatical errors in section 
8.1 of the proposed PI. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  Director, DDMAC, HFD-042 

Attention:  Amy Toscano 

 
FROM:  
Eric Bastings, MD 
Team Leader, Division of Neurology Products 

 
DATE 
May 26, 2009 

 
IND NO. 
 

NDA NO. 
22-165 

 
TYPE OF DOCUMENT 
REMS/MedGuide 

 
DATE OF DOCUMENT 
November 12, 2008 

 
NAME OF DRUG 
Cambia (Diclofenac Sachet for 
Oral Solution) 

 
PRIORITY 
CONSIDERATION 

 
CLASSIFICATION OF 
DRUG: 
Migraine 

 
DESIRED COMPLETION 
DATE 
June 6, 2009 

NAME OF FIRM:  Kowa 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY 

 
  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS:  Risk Evaluation and Mitigation Strategy (REMS).  Clinical Team Leader 
is Eric Bastings 6-1039.   The network location is : \\CDSESUB1\EVSPROD\NDA022165\022165.ENX 
 
 
SIGNATURE OF REQUESTER 
Lana Chen, RPh, Project Manager  301-796-1056 

 
METHOD OF DELIVERY (Check one) 

  MAIL     HAND 

 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):   HFD-170/ DAARP: 

Sharon Hertz, M.D., Deputy Director, DAARP 
 

 
FROM:  HFD-120 (Division of Neurology Products)  
X_________________________________________ 
   Eric Bastings, MD, Clinical Team Leader 

 
DATE: 

March 9, 2009 

 
IND NO.: 

 

 
NDA NO.: 

22-165 

 
TYPE OF DOCUMENT : 
NDA Resubmission 

 
DATE OF DOCUMENT: 

 
 
NAME OF DRUG: 

Diclofenac Sachet for 
Oral Soln 

 
PRIORITY CONSIDERATION: 

 

 
CLASSIFICATION OF DRUG: 

Migraine 

 
DESIRED COMPLETION DATE: 

April 7, 2009 

 
NAME OF FIRM:  Kowa 
 

REASON FOR REQUEST 
 

I. GENERAL 
 
� NEW PROTOCOL 
� PROGRESS REPORT 
� NEW CORRESPONDENCE 
� DRUG ADVERTISING 
� ADVERSE REACTION REPORT 
� MANUFACTURING 
CHANGE/ADDITION 
� MEETING PLANNED BY 

 
� PRE--NDA MEETING 
� END OF PHASE II MEETING 
� RESUBMISSION 
� SAFETY/EFFICACY 
� PAPER NDA 
� CONTROL SUPPLEMENT 
 

 
� RESPONSE TO DEFICIENCY LETTER 
� FINAL PRINTED LABELING 
� LABELING REVISION 
� ORIGINAL NEW CORRESPONDENCE 
� FORMULATIVE REVIEW 
: OTHER (SPECIFY BELOW): 

 
 

II. BIOMETRICS 
 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
� TYPE A OR B NDA REVIEW 
� END OF PHASE II MEETING 
� CONTROLLED STUDIES 
� PROTOCOL REVIEW 
: OTHER: Original NDA 

 
� CHEMISTRY REVIEW 
� PHARMACOLOGY 
� BIOPHARMACEUTICS 
� OTHER: 

 
III. BIOPHARMACEUTICS 

 
� DISSOLUTION 
� BIOAVAILABILTY STUDIES 
� PHASE IV STUDIES 

 
� DEFICIENCY LETTER RESPONSE 
� PROTOCOL-BIOPHARMACEUTICS 
� IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
� PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
� DRUG USE e.g. POPULATION EXPOSURE, 
    ASSOCIATED DIAGNOSES 
� CASE REPORTS OF SPECIFIC REACTIONS (List below) 
� COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG 
GROUP 

 
� REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
� SUMMARY OF ADVERSE EXPERIENCE 
� POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
 � CLINICAL 

 
 � PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS: Please see attached DNP proposed labeling for a diclofenac 505(b)(2) 
for the treatment of migraine. A CR action was taken on 10/27/08.  Class 2 Resubmission goal date (6 mo 
clock) is June 17, 2009. 
 
SIGNATURE OF REQUESTER: 
Lana Yan Chen, PM 6-1056 

 
METHOD OF DELIVERY (Check one): 

� MAIL   : HAND 

 
15 pgs withheld after this page as B4 (Draft Labeling)
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  DEPARTMENT OF HEALTH AND  
 HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION     

 
 
 REQUEST FOR CONSULTATION 
 

 
TO (Division/Office) 
Maternal Health Team 

 
FROM: 
HFD-120/NEUROLOGY PRODUCTS 
 
X_____________________________ 
 
Eric Bastings, MD, Clinical Team Leader 

 
Date 
 
March 9, 2009 

 
IND No. 
 

 
NDA No. 

22-165 

 
TYPE OF 
DOCUMENT 
Resubmission 

 
DATE OF 
DOCUMENT 
Dec 12, 2008 

 
NAME OF DRUG:  Diclofenac  
 
  
NAME OF DRUG COMPANY:  Kowa 
  
 
INDICATION OF DRUG: Migraine 
 
 
DESIRED COMPLETION DATE: April 7, 2009 
 
 
 REASON FOR REQUEST 
Please see attached DNP proposed labeling for  diclofenac 505(b)(2) for the treatment of migraine. A CR 
action was taken on 10/27/08.  Class 2 Resubmission goal date (6 mo clock) is June 17, 2009. 
 
SIGNATURE OF REQUESTER: 
 
Lana Yan Chen, PM 6-1056       

       

 
METHOD OF DELIVERY (CHECK ONE) 

� MAIL  � HAND 

 
SIGNATURE OF RECEIVER 
 
 

 
SIGNATURE OF DELIVERER 
 

 
 

10 pages withheld after this page as B4 (Draft Labeling)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 
 
NDA 22-165 
 
John M. Ostrander, RPh, PD, PhD 
Sr. Director, Regulatory Affairs 
Kowa Pharmaceuticals America, Inc.  
530 Industrial Park Blvd. 
Montgomery, AL 36117 
 
Dear Dr. Ostrander: 
 
We acknowledge receipt on December 17, 2008 of your December 12, 2008 resubmission to 
your new drug application for diclofenac powder for oral solution. 
 
We consider this a complete, class 2 response to our October 27, 2008 action letter.  Therefore, 
the user fee goal date is June 17, 2009. 
 
If you have any questions, call Lana Chen, Regulatory Project Manager, at (301) 796-1056. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Russell Katz, M.D.  
Director 
Division of Neurology Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office): OSE 

 
FROM:  
X___________________________________________________________________ 

Eric Bastings, MD 
Neurology Team Leader, Division of Neurology Products  

 
DATE: 
January 22, 2009 
 

 
IND NO. 
 

NDA NO. 
22-165 

 
TYPE OF DOCUMENT 
REMS 

 
DATE OF DOCUMENT 
November 12, 2008 

 
NAME OF DRUG 
Treximet 
(sumatriptan and naproxen) 

 
PRIORITY 
CONSIDERATION 

 
CLASSIFICATION OF 
DRUG: 
Migraine 

 
DESIRED COMPLETION 
DATE 
 

NAME OF FIRM:  GSK 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY 

 
  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS.  Risk Evaluation and Mitigation Strategy (REMS).  Clinical 
Team Leader is Eric Bastings 6-1039.   The network location is : \\CDSESUB1\EVSPROD\NDA022165\022165.ENX 
 
 
SIGNATURE OF REQUESTER 

Lana Chen, RPh, Project Manager  301-796-1056 

 
METHOD OF DELIVERY (Check one) 

  MAIL     HAND 

 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  

OSE, Carol Holquist, RPh, Director, Division 
of Medication Error Prevention and Analysis 
(DMEPA) 
 

 
FROM:  

Russell Katz, M.D. Director 
HFD-120/ Division of Neurology Products 
 

 
DATE 
10.7.08 

 
IND NO. 
 

 
NDA NO. 

22-165 

 
TYPE OF DOCUMENT 

REMS Risk Management 
Med Guide 

 
DATE OF DOCUMENT 

June 25, 2007 

 
NAME OF DRUG 
 

  PRO 513 
(diclofenac potassium) 

 
PRIORITY CONSIDERATION 
High  

 
CLASSIFICATION OF DRUG 

Migraine 

 
DESIRED COMPLETION DATE 

asap 

NAME OF FIRM:  ProEthic Pharma, Charlotte, NC  28281  704-831-6298 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY 

 
  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):REMS Labeling – Med 

Guide review  
 

II. BIOMETRICS 
 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS: 
 
This consult request is for review of an NSAID Med Guide.    This NDA is a 505 b2 applicant. The sponsor has submitted a Med 
Guide with their labeling and has referenced the MG to the reference product (4 NDAs; ) which is in the class of 
NSAIDS.  The NSAID MG from  is the reference MG.  Pease review and comment back to us asap.   Sponsor MG attached 
(unformatted).  Please refer to NDA reference product).   MG found in EDR under original submission dated June 25, 2007.  
Will contact sponsor for formatted version.  
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 
 
Please call if any questions 
Thanks, 
Cathy  6-1123 for Lana Chen 6-1056 
 
 
 

(b) (4)



 
 
SIGNATURE OF REQUESTER 
Cathleen Michaloski, for Lana Chen R.Ph. 
Regulatory Project Manager 
301-796-1056 
 

 
METHOD OF DELIVERY (Check one) 

  MAIL     HAND 

 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):   

CDER OSE CONSULTS 

 
FROM:  

X____________________________________________ 
Eric Bastings, MD,Neurology Team Leader, DNP 

 
DATE 

Sep 25, 2008 

 
IND NO. 

                   
   

 
NDA NO.  
22-165 

 
TYPE OF DOCUMENT 
New NDA-- Tradename 
Review (Cambia)  

 
DATE OF DOCUMENT 
July 21, 2008 

 
NAME OF DRUG 

PRO-513 Diclofenac 

 
PRIORITY CONSIDERATION 

Standard 

 
CLASSIFICATION OF DRUG 

Migraine 

 
DESIRED COMPLETION DATE 

PDUFA is 10/27/08 
NAME OF FIRM:  ProEthic Pharmaceuticals 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY 

 
  PRE--NDA MEETING 
  END OF PHASE II MEETING 
 RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW): Trade name review 

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS:  Available via EDR  
 
PDUFA DATE:   10/27/08 
ATTACHMENTS: Draft Package Insert, Container and Carton Labels 
CC:  Archival IND/NDA       
HFD-     /Division File 
HFD-     /RPM 
HFD-     /Reviewers and Team Leaders 
 
NAME AND PHONE NUMBER OF REQUESTER 

Lana Y. Chen, Project Manager, 6-1056 

 
METHOD OF DELIVERY (Check one) 

  DFS ONLY                               MAIL    HAND 

 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 

5/28/05 
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DSI Consult  
version: 5/08/2008 

 
 DSI CONSULT: Request for Clinical Inspections  

 
 
 
Date:   September 26, 2008  
 
To:   Constance Lewin, M.D., M.P.H, Branch Chief, GCP1 
   Tejashri Purohit-Sheth, M.D., Branch Chief (Acting), GCP2  

Division of Scientific Investigations, HFD-45 
Office of Compliance/CDER 
 

Through:        Ronald Farcas, M.D., Medical Officer, Division of Neurology Products/HFD-120 
Eric Bastings, M.D. Team Leader, Division of Neurology Products/HFD-120 

 
From:             Cathleen Michaloski, RPM, Division of Neurology Products/HFD-120 
 
Subject: Request for Clinical Site Inspections   NDA 22-165 

  
Note to DSI: Clinical reviewer in DNP states that inspection of 1 site may be sufficient. 
    
I.  General Information 
 
ProEthic Pharma., Inc. 
212 South Tryon St. Suite 1280 
Charlotte, NC  28221 
Office phone: 704-831-6298 
John Oslander, PhD. 913-342- 1288  
 
Drug:   Pro 513 (diclofenac potassium) powder for oral solution 
Study Population: Adults 
NME: No 
Standard or Priority: S  505 b2 applicant 
 
 
Proposed Indication: to treat acute migraine attacks with or without aura in adults.   
 
PDUFA: 10/27/08 
Action Goal Date: 10/20/08 
Inspection Summary Goal Date: 10/26/08 
 

(b) (4)



 
Page 2-Request for Clinical Inspections 
 
II.   Protocol/Site Identification 
 
Include the Protocol Title or Protocol Number for all protocols to be audited. Complete the 
following table. 
 

Site # (Name,Address, 
Phone number, email, 

fax#) 

Protocol 
ID Number of Subjects Indication 

#11 
Michagin Head Pain 
Neurological Institute   
Attention: Joel Saper, MD 
3120 Professional Drive 
Ann Arbor, MI 
O 734-677-6000 
F  734 677 0227 
 

PRO-
513301 70 subjects Migraine Acute 

#19 
Jerry Tomasovic, MD.  
Road Runner Reaserch, Ltd. 
525 oak Centre Drive Suite 
400 
San Antonio, TX  78258 
O 210-949-0505 
F  210 572-0122 

PRO- 
513301 54 subjects Migraine Acute 

 
 
III. Site Selection/Rationale 
 
Site #11 
1) High enrolling site 2) High number of subjects met no pain endpoint (12 of 20 on drug vs. 3 of 
31 placebo). 
 
 
Site #19 
 
1)High enrolling site  2) High number of subjects met “no pain” endpoint  ((12 of 15 vs. 3 of 21 
placebo) 
 
Domestic Inspections:  
 
Reasons for inspections (please check all that apply): 
 
     X     Enrollment of large numbers of study subjects 
         High treatment responders (specify): 
         Significant primary efficacy results pertinent to decision-making  
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          There is a serious issue to resolve, e.g., suspicion of fraud, scientific misconduct, 

significant human subject protection violations or adverse event profiles. 
          Other (specify): 
 
International Inspections:   N/A 
 
Reasons for inspections (please check all that apply): 
 
          There are insufficient domestic data 
           Only foreign data are submitted to support an application  
          Domestic and foreign data show conflicting results pertinent to decision-making  
          There is a serious issue to resolve, e.g., suspicion of fraud, scientific misconduct, or 

significant human subject protection violations. 
                  Other (specify) (Examples include: Enrollment of large numbers of study subjects and 

site specific protocol violations.  This would be the first approval of this new drug and 
most of the limited experience with this drug has been at foreign sites, it would be 
desirable to include one foreign site in the DSI inspections to verify the quality of 
conduct of the study). 

 
IV. Tables of Specific Data to be Verified (if applicable) 
 
If you have specific data that needs to be verified, please provide a table for data verification, if 
applicable. 
 
Should you require any additional information, please contact Lana Chen RPM at 301-796-1056 or 
Ronald Farkas MD at 301-796-1931. 
 
Concurrence: (as needed) 
 
 ____________X_______Medical Team Leader 
 ____________________ Medical Reviewer 
 ____________________ Division Director (for foreign inspection requests or requests for 5 

or more sites only) 
 
 
***Things to consider in decision to submit request for DSI Audit 
 Evaluate site specific efficacy. Note the sites with the greatest efficacy compared to active or 

placebo comparator. Are these sites driving the results?  
 Determine the sites with the largest number of subjects. Is the efficacy being driven by these 

sites? 
 Evaluate the financial disclosures. Do sites with investigators holding financial interest in the 

sponsor’s company show superior efficacy compared to other sites?  
 Are there concerns that the data may be fraudulent or inconsistent? 

 Efficacy looks too good to be true, based on knowledge of drug based on previous 
clinical studies and/or mechanism of action 

 Expected commonly reported AEs are not reported in the NDA 
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 Evaluate the protocol violations. Are there a significant number of protocol violations reported 

at one or more particular sites? Are the types of protocol violations suspicious for clinical trial 
misconduct? 

 Is this a new molecular entity or original biological product? 
 Is the data gathered solely from foreign sites? 
 Were the NDA studies conducted under an IND? 
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Rockville, MD  20857 
 

 
PDUFA GOAL DATE EXTENSION 

 
NDA 22-165 
 
 
ProEthic Pharmaceuticals, Inc. 
Attention:  John M. Ostrander, PD, PhD 
Sr. Director Regulatory Affairs 
212 South Tryon Street, Suite 1280 
Charlotte, NC 28281 
 
Dear Dr. Ostrander:  
 
Please refer to your June 25, 2007, new drug application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for PRO-513 (diclofenac potassium) 50 mg powder 
for oral solution.  
 
On May 8, 2008, we received your May 6, 2008, major amendment to this application.  The 
receipt date is within three months of the user fee goal date.  Therefore, we are extending the 
goal date by three months to provide time for a full review of the submission.  The extended user 
fee goal date is October 27, 2008. 
 
If you have any questions, call James H. Reese, Ph.D., RAC, Regulatory Project Manager, for 
CDR Lana Chen, RPh, at (301) 796-1136. 
 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Russell Katz, MD  
Director 
Division of Neurology Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

  Food and Drug Administration 
Rockville, MD  20857 

 

NDA 22-165 INFORMATION REQUEST LETTER

ProEthic Pharmaceuticals, Inc. 
Attention: William Maichle 
Senior VP of Product Development and Technical Operations 
212 South Tryon Street 
Suite 1280 
Charlotte, NC 28281 

Dear Mr. Maichle: 

Please refer to your September 28, 2007, new drug application submitted under section 505(b) of 
the Federal Food, Drug, and Cosmetic Act for diclofenac potassium powder for oral solution. 

We also refer to your submissions dated October 30, 2007 and March 18, 2008. 

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and 
have the following comments and information requests. We request a prompt written response in 
order to continue our evaluation of your NDA. 

2. The particle size of Diclofenac Potassium drug substance is stated to be controlled by the 
manufacturer to NLT  and NLT . Provide particle size 
data for all drug substance lots used in manufacturing the clinical and process validation 
batches.  

3. Please revise the acceptance limits for individual and total related impurities in the drug 
substance specification to NMT  and NMT , respectively, as per USP 
monograph for Diclofenac Potassium. 

4.  Mannitol were used in  in the formulation to provide 
for the Diclofenac Potassium Powder formulation.  

  

5. Provide any available data to demonstrate that storage of  during 
short term (at least up to one week as stated for process validation) does not impact the 
quality of the product in terms of powder segregation.  

6. Provide validation data for HPLC analytical method used for assay, content uniformity 
and dissolution with respect to method robustness. 

 

 

(b) (4) (b) (4)

(b) (4) (b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)
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7. Provide data to support that dissolution testing samples are adequately evaluated for 
linearity during validation of HPLC method.  

8. Provide relative response factors for all known drug product impurities and incorporate 
correction factors in their calculations as necessary. Additionally, provide data for 
solution stability for this method. 

9. Batch analyses data for additional five process validation batches were provided in the 
amendment submitted on 30-OCT-2007. Please clarify if these batches were 
manufactured with optimized operating parameters for filling and packaging of the drug 
product with the foil material for commercial batches and conform to child-resistant 
packaging as intended for marketing.  

10. The primary packaging for process validation batch 007 (manufactured in April 2007) 
was listed as  foil. Please clarify if it is meant to be  

 foil.  

11. The reference standards for Diclofenac Potassium, Impurities, A, B and C have been 
assigned retest dates raging from . Please provide explanation and available 
supporting data to justify the assigned retest dates.  

12. The description of drug product for the individual sample and outer carton are not 
identical  and should be corrected.  

13. The storage conditions on packet and carton label should be revised as, “Store at 25°C 
(77°F). Excursions permitted from 15°C-30°C (59°F-86°F) [See USP Controlled Room 
Temperature]”.  

14. Please explicitly state in the How Supplied section that individual packages (Physician’s 
Sample or Commercial) contain three co-joined single use sachets. 

If you have any questions, call Scott N. Goldie, Ph.D., Regulatory Health Project Manager for 
Quality, at (301) 796-2055. 

Sincerely, 

{See appended electronic signature page} 

Ramesh Sood, Ph.D.  
Branch Chief 
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

 

(b) (4) (b) (4)

(b) (4)

(b) (4)
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 MEMORANDUM OF TELECON 
 
 
DATE:  April 18, 2008 
 
APPLICATION NUMBER: NDA 22-165 
 
BETWEEN: 

Name:   John Ostrander, Ph.D. 
Phone:  PHONE  770-591-2678 
Representing:  ProEthic Pharmaceuticals, Inc. 

 
AND 

Name:  Russell Katz, MD 
 Division of Neurology Products, HFD-120 

 
SUBJECT:  Statistical Analysis Plan for study CAT458C2301 

 
 
The sponsor related that  

• no SAP was submitted for study CAT458C2301 
• The statistics used in CAT458C2301 were similar to those of the US study. 
• The same analyses used for the pain indication were used for the other three symptom 

endpoints. 
• The results are in Table 3.2.2-2 on page 55 of the ISE and 3.2.2-3 on page 56 of the ISE. 
• The results are not in the individual study reports. 

 
FDA stated that the statistics section in the Crossover protocol is not a complete SAP. 
 
FDA stated the following concerns: 

1. Detection of carry-over effect 
2. Handling of the dropouts  
3. For the primary efficacy analysis, “sequence” possibly should be included in the 

model. 
4. Whether or not a prospective SAP was created should be addressed. 

 
FDA stated concern that appendix 5.1 is a table and not a description of data imputation as 
indicated. 
 
The tcon was ended.  
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DEPARTMENT OF HEALTH & HUMAN SERVICES

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 

REFUSAL TO FILE 
NDA 22-165 
 
ProEthic Pharmaceuticals, Inc. 
Attention: William Maichle 
Senior VP of Product Development and Technical Operations 
212 South Tryon Street  
Suite 1280 
Charlotte, NC 28281 
 
Dear Mr. Maichle: 
 
Please refer to your June 25, 2007 new drug application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for diclofenac powder for oral solution. 
 
After a preliminary review, we find your application is not sufficiently complete to permit a 
substantive review.  Therefore, we are refusing to file this application under 21 CFR 314.101(d) for the 
following reasons: 
 
Reason 1 

 
 

 
  

  
 
 

  
 

 
 

  
 

 
  

 
 

 
 

 
  

 
 

(b) (4)

1 page withheld after this page as B4 
(TS/CCI)
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Reason 2 
The organization of your submission is inadequate. Regarding the nonclinical sections, the following 
problems have been identified: 
 
• In Section 2.6, only the Introduction and Pharmacology Summaries provide information on 

diclofenac; the other summaries only state that those sections are "Not Applicable". 
•  

 
  

•  
 

 
 

 
 

 
• The nonclinical references were only discovered through links provided in the Nonclinical 

Overview (see third bullet). The references themselves were not placed in the correct module, i.e., 
they were in Module 5 (clinical), not Module 4. 

 
We also have identified the following issues, which are not reasons to refuse to file, but which we ask 
that you address: 

• Please provide documentation explaining in detail the purpose of each of the SAS programs for 
Study CAT458C2301 and Study PRO-513301.  

• For Study CAT458C2301, please provide one efficacy data set which includes all the variables 
needed to perform protocol specified primary and secondary efficacy analyses. For example, 
the following important variables are currently not in the efficacy datasets: the unique subject 
ID, treatment assignment, treatment sequence, etc. 

• For both Study CAT458C2301 and Study PRO-513301, please include information regarding 
use of rescue medication at the various timepoints when efficacy data were collected in efficacy 
datasets. 

• For Study PRO-513301, please include in the adverse events dataset the time of adverse event 
onset and resolution. 

• For both Study CAT458C2301 and Study PRO-513301, please include in the adverse events 
datasets all the variables needed to perform the analyses, including treatment assignment, 
treatment sequence if applicable, and time elapsed between ingestion of the study medication 
and onset of the adverse event. 

(b) (4)

(b) (4)

(b) (4)
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We will refund 75% of the total user fee submitted with the application. 
 
Within 30 days of the date of this letter, you may request in writing a meeting about our refusal to file 
the application.  To file this application over FDA's protest, you must avail yourself of this informal 
conference.   
 
If, after the meeting, you still do not agree with our conclusions, you may request that the application 
be filed over protest.  In that case, the filing date will be 60 days after the date you requested meeting.  
The application will be considered a new original application for user fee purposes, and you must remit 
the appropriate fee. 
 
If you have any questions, call Lana Chen, Regulatory Project Manager, at (301) 796-1056. 
 
      Sincerely, 
 

{See appended electronic signature page} 
 

Russell Katz, MD  
Director 
Division of Neurology Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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